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(5£4>> Alb-NHtt, ±IB^«t|W|Co) 

TBB5S (6) ; 
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Hiii©ffi¥&tt$ 

S£2 0», ^«l^Tftl©U#y-A»lfinjS*w*r*5*H*T?**. (a) 
15 fct NGPE*^rUT^5PEGtf«fUai?y-A0«SHT?**. i^OR* 
tt^-l/^ ;i^£^f. U #y-A tf© 1 ONG P E©^S$^L 

WS. WJl^ftl (2) ©Ig[;fe^T> NGPEO^BlT?^Lfc*;P 
^^yJl/il!WSC«b, (b) ®*SHT?wbfcU3Ry-A3ft«#6n«. 
(b) t*V>Ttt, NGPEtWSCtOtt^Oi-felOtt^O^&ft^a:* 

M-j^yl(:t hA!7;^5 >( r HS A) ©7$yg«£U (c) 
OHMT?*Lfcl»©U#y-A*J»6tl*. (c) fcfcHTtt, NGPEi 
■"HSAt ©&•&© 5 £ 1 ©*S'&©*.^b^Sffi l/^TilK wbfc^ ffi© 
^£fc|W]-T&3. DSPEtPEGiCjeto^Tfel©^©* 
25 &{b«*/§V>T#L<wLW*#, tt©ll^feR-T**. ft*, R«X 
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H3 0tt, S*5»Wl*ffi2 0U*y-A«jfiISB*w-r«S:Bl7?*«. 
#ll£?*2 (1) OlgfciHTD OPEtSPDPS^^^TDTP-D 
OPE£fi[j&U (2) ©Ig(C*5ViT> ^5DTP-DOPEtPEGig'& 
DSPEt*«JSJt|&RtLTfflViT (a) 0«SBT^UfcU#y-A*»ig 
T£. 04»©R' tt^l/^;H6ftS"r. *^«U^y-A«f>CDl©DTP- 
DOPEOStft^&^LWS. ^S'J^V-AII^^T, DTP -DO 
PE©^tlC^LT, (3) ©Xgfc*ViT«fi*nfcSH-fl:thJil»T;U 
( r HS A) (0*© (b)) <D*)W7hM*KJfo2l*:Z>t, (c) ©H 
^0T?*Ufci»OU#V-A^#6nS. (c) K*5V>TfcJu DTP-DOP 

EtvHs Atoms® o % i (Dm&ofr&fc^&m ^xmv < misitw, 

te©^-&t)|W|-Ta&So DSPEfcPEG£©IS£fc:3Vvrt>l©i|gr& 

*©RteX:r7D^;PS£^T 0 

m4m\$. l»J2^10^y-ASilIi^it^It^§, (a.) 
tt, *Ml2*ftl (2) 0ISfcfcV5T«»3n*SHfcrHSA©«5£B 
T&3„ (b) mi&M2%&l (1) ©XSfc*W«5fi*ns maleinide 
-PEGHH»U^y*-A©*iHT*«. (b) t^VJTtt, U#y-A*01 
© maleimide-PEG-DSPE©^^£^LTV>5. (a) 
SnsSHfcrHSAt, (b) ©tl^HTw^na U#y-At 
JltfCeJ;^ (c) 0«SHT?wUfcBWOU#y-A^»6n*. HCIT, V 
Kii^lfcPEGt rHSAioa^Oi-fe 1 Oft^O**ft^S 

85Hfct »J2^2O'J*V-Aljglg^ti^0^§ e (a) 
it naleimide-PEG£ffiDSPE©fb¥a&**r. (b) &Jfi0|22fi*2 
(2) OMlC*ViT»JfiSn*SH4T3rHSA©«SCHT**. (b) ©«5£ 
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8T**n*sHftrHSAt, (a) (Dm^m^znzmmt&Kffcts^z 

£££±0. (c) Oii0T*Stl5 rHSA-PEG-DSP E H^ftSft 
ZZ£WV&2>. zn*¥tb§ifeLtc U ^V-AKJfAt-S Z.t\z£Q^ (d) 

5 bfePEGtrHSAt©^, &«fctfffi8BPEG£U#y-A £©*§£•© 3 

tt, NGPEft^LWSPEG4MI|fU#y-A0«aHT?*S o m4>©R' 

TV>5. «#|3^&1 (4) Olgll^^T, NGPE©^EPT^tfe^;U 
#+yJI/Sl;WSC«L, (b) ©*aHT!wbfcU#y-A##5ns. 

(b) K&V>T«, NGPEtWS C 101|^©*£fc^£ 
ffl^Tib<ibTt>«^ *6©tt^"bWI— (c) ft, H3S^J3^1 
15 (2) Ol8fc*ViT«a$n«SHftrHSA©«KHT**. (c) 

EIT^SnsSH-fbrHSAt, (d) ©«^BIT^$n<5 maleimide— PEG 
^DSPEt*S^$#5Htfc«t?), (e) Oi»^n^TW5h 4 

(b) ©«SH"ffiSLfcU#y-Ai (e) ©flKBra^tt* 7^75 
20 >£££Jft$i±3iI£K:J;D, *WTfwb&*;P^t+'>« I: r HS AO 

rsysa^u (f) ©MS0T^Lfe@«j©u^y-A^#e,n-5 o 

TWSKmifcPEGirHSAtOli^, *5«fc tfifflffi r H S Ai 
U#y-At©»^©5^1©ilS^0*Sft^SfflViT»U<*lxTVJ5^ 

25 I7 0tt, *««3**2©U#y-A«aftXfi**-rflKCHT*a. M 
^3#&2 (1) 0Ii}:i3HTDOPEtSPDP$ie^tTDTP-D 
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OPE£8!jgU (2) ©IgfccfeV>T\ ^3DTP-DOPE£1i/&flglt£ 
bTffl^T (a) 0*aHT?*UfcU#y-A&»Jfi*rS. B*©R' tt^U 
(b) tt, «#l3^j£l (3) ©Igfc^HTSiiSttSS 
HftrHSA®«aHT»5. (b) CD«5SHT?w*n* S H-fb r H S At. (c) 
5 ©^5£HT^£tl5 maleimide-PEGf^fiiDS P E t*KJfc-£l*:Z>z\t\Z& 
D, (d) OHiHT^nSTWSHS^lT^'Jifl/^Ua-M 
i^l/T^57^5>S»52:im5. (5) ©XfIfc£V>X, 1M&7)V 

7$><D7s.ym**)i%7hmz$mtzz.t\z&y), <e) o«aa-cws 

n57;K/5>£#5££#T#S. (a) 0l»iUfc'J#V-At (e) 

y-A##sn*. 

^MII/NiS^^T-S^ (D.D.Lasic, riiposomes: from basic to appl icat ionsj. 
Elsevier Science Publishers, pp. 1-171 (1993) #Ji.), ^BJfc&^Xtt, 

*i-§o *58W©u*y-A©»ig'b«pK:iS3£snr, #sjBU#y- 
*fSW©u^y-A©^#stt«rfcis^$n?a:^^ 

0~5 0 0 0 nml^ lf^<li85 0~5 0 0nmg|Tg§ o U#y- 

( D.D.Lasic, ("Liposomes: from basic to applications], Elsevier Science 
25 Publishers, pp. 1-171 (1993) #$0„ 
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«kv>. wmmthxn, m*.m>mn, 111, mmm, mmm&VTjv 

^JWtJ-JVTyttVA (dialkyl dimethylammnonium amphipbiles), #U 

if u -fe □ -;i/7;i/*;i/x-x ;k # g t+yi? i^mi^px-y-JUff 

(Liposome Technology, 2nd edition, vol. 1, 141, 1993), TJV^JltfV a 5/ F> 

U^yi?l/>l-fJk S?7KM'J ^iJ-fen-;H-fJ!4 (Liposome 
Technology, 2nd edition, vol. 1, 141, 1993), #U^4 t >'X^l/>-#UILK*P 
©Mi«tt^Ds/i?*l^ (4$gsp6- 5 0 8 8 3 1 SIIT;^ 
JKT^V&Cxh 7x^75 X A*1rxXH/75>\ Xr7'J^75>f), 
io £ fz &£&1IB t H7yHi (5UXf >ibh*7^H; Aj^^^kh* 

? v h % l < 7 7 u >wt k h 5 m) u a *m\i s c t nfin & & . 

pU>, »77 7f^n'JX y7^n<M^77f^Ux 5? 

15 L< ttyXf7D-fMX7 7fyJ^ 'J >^), ^77fyJH^/-JP7 
5 7 (^77n^fJl/^775 ; ^H^;-J|/7$X '75'J7h^M77 

7^> ? ;i/x^y-;i/7$>, y/tjR h-f;^7 7fyJH^;-jV7$> 

L < liy7f7D^^7 7 7 7 z?)lJL? 7 -JP7 5 >«gf) , *77 7fy> 
irU> (> f 7 1 70-r;i/*X7 7^;Hr'J>, -75 U7n M;i/*7, 7 77:^1/ 

20 izux 5?/^;w5 h-f;^7;7T^v;nru> : bb<^v^77P-r;i/*x7 

n-f JP*77 75 : ^MiJtD-JK -75 U7 W;kfsX7 77:/;U7*U-trP 

-;k h-r;i/^775 : ^^'JtD-;i/t)b<^xf7n^M 
7 7 7^> ? ;i/7*u-to-;i/^), 7jN7.7 7 5 1 > ? ;Kyvh-;p (^^^p-r;^ 

25 X7 7?yJK;yHk 5?S U7s h-TM777f^K 7 v h-;k $; 
/t;U5 h-f ;|/*7 7 7fyM 7 5>h— ;i/feL< tevX 77 P< 777 
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IMEitJMtil/TWu ^Jx.^'JtaiJgl, >=flWM, 7^n- 

10 U h\ #5 7 hv;i/v/\°;i/5 h<;i/^UirU FfcU<fc3:;ff57 hyJ^Xf7 
^7^hyMl/^nyH, 57 h i/)V±U7a > F&tt\t1f H 
7xD-JW\S+J-7^*-K 3j3- [N- (N\ N* 

#$8ftfc5W©fcu«&k M;t«i», ^7ji/^^->;i/*> 75 7*, 7)v 

3 + yS^£-ClI$tmiTfeJ;^. #UX5Pl/>7 
U3-;l/ (PEG), #U7Dtri/>^U3-;^£S:ffi^S^t^T#-5^ 

25 -;uit©#^a«#tpi££n&^\ fl^gatja 2 0 0 ~4 0 0 ^@^©fc 

(D, 0&ls<\mi, 0 0 0~50, 0 0 Og£©fe0£JflV>*H 3. 
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AS7JI/^SX ?L7;i/7$>feL<&j&7;!/7S> fc£0ttfc 
f£7;i/7$X SfcttfSAtf, D-fDv'X l^*U>fcl/<«U~»fc£© 

7;i/75 >a, »£i!7;i^$ >tiPi-©75 y»E?a**r u WTt>«fcViU 

Bt***&, fi^^/c«#iPUTVi?>^^7;i/7*5>T^oT i feJ;Vi 0 

*riEf*»IBR*K:»UT*&0. 0 0 0 1~1 OtJWIMSUi, 

*5M!©U#V-AW:, ±a!bfe^U7;i/^I/>^'jn-j^t7;U75> 
iS^UWntf, £©«k3&*jfifc£-3*Ovrfc«fcK tfV7)V*rls>tf 
] ^-Jmt7)^^>tom^(D^m^m^\tE(D < kof3:h(Dl:'h^\ 
L&U #369!©U#V-Att, #U7;Mfl/>^yn-;Mg£7;i/:7$>£ 

^7;i/75>«, »j#v-ak:#lt, mmtfj^ «aw^ 
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;u£t t 7;^ s > ch ^-en^n u^v-ak^lt^s wr e> n s . 

l^>^Un-;i/«^«g^bT^S*&T**. (c) 7)l7$>*ftL 

T, U y - A £ # U 7 )V* V > V U □ £ V T Vi § $£-#31 & 

io *^(^V^T«, MIS (a) ~ (c) Oi|0ij3i?y-A«lT^Tfe 

15 (a) #'J7;i/+k>^'j3-j|/it7J^5>t^^ij^y- A{: 
tt£LW**£\ *f6Wt*^«U3i?y-AO|tjfi^tLTtt, (i) #U 

7;^i/>^U3-;^f^tTv^u^y«-At, t;p^5>*«s-&$* 

(ii) 7;i^>«£LW3U#y-Afc, ^'J7^t/>^'Jn 

(in) t^)7)\>3c)/>>fvn-)vm&m&hT^z> 

7;mp i/ > ^ u □ -;M8#isg<& bx ^ sniff &m u # y - a subst % t 
25 nS^fttfSStfSft*. Mi5 r^U7;i/^l^>^un-;n®^^LTV^0 
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&K)^fcmzU, MMZ. PEG-DSPE [l,2-yXf7n-fJl/-sn-^'J 

•fe 7 7 ^ v;i/x37 y -)W $ >-n- (^'jifi/^jn -;W ] , 

(11); 

10 CH 3 0- (CH 2 CH 2 0) n -CO-CH 2 CH 2 -CO-NH-PE (1 1) 
(a**, ntt5~l 0 0, 0 0 0©8lt ff$U<»10-l, 2 0 0 088c 
-NH-PE(i^77^7$yl^t 0 ) 

15 (12) ; 



CH 3 0-{- CH^O, 



,NH PE 



YY 

(12) 



CI 

n£J;tf-NH-PE&±fE|W]lt^ 0 ) 
■e^tl§N- ; E/^h+y^iJX5 : I/>^ij3-JV (2-7DD-1, 3, 

5-MJ7>*>-4, 6-5M;W ^^vx^x^T^^x^y-^s 

20 >M, 

(13); 

CH3O- (CH 2 CH 2 0) „. r CO-NH-PE (13) 
(iSf, n^5J:^-NH-PE«_h|B|WIMo) 



WO 2004/045583 



PCT/JP2003/014405 



16 

T*m £ ft* N - =E J V * istf U X5 1 U > if ij 3 -)),% 7 7fy 

£fcfc):&5£ (14); 

CH 3 0- (CH 2 CH 2 0) n -CH 2 CH 2 -NH-PE (14) 
(5*;+* n£«ktf-NH-PEfi±BE|3|j£«.) 

T«£ ft 5 n - * j * V * =s# u X3 1 1/ > ^ u 3 -;i/x^ 1/ y 7 
xa? y -jut 5 &ft*. 

mm, mmmm, ^/~-)mxm. x-tma^, jK7K-if*»ffi^t 

^©^ftfCJ; ttSWS&^g&Httf *^t/0?T#* (D. D.Lasic, 
("Liposomes: from basic to appl icationsj. Elsevier Science Publishers^ 
pp. 1-171 (1993) #j».) 0 ect, r 7 jcffij ttt, Wy-A^«t5* 
»tt£*!*u 2^^^»fc*vsTii#«^*ft*t)OT*ft«Wk:WiBttfe 

5IT£3 0 ^F*3teS#$ftfcU3j?y-A0«ji*s6f^fcftO7t86, 

»6ft&*U7;^i/>^U3-;p*is^Uj|?y-AK:7;p^>ft*S'&-r 

(sulfhydryl-maleimide coupling technique) (Derksen, J.T.P. and Scherphof, 
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G. L. (1985) Biochem. Biophys. Acta 814, p. 151-1 55) &£0£$D^&£/BV>T 

5 #£U*ffi«tel,TfcjU TIB£&$J¥tf&n*. ±B©«fc5»C#UT;^^ 

RlStt:frfta£%-rSJiK£LTtt, 1, 2-ytKil/-sn-^Jt 
n-3-7}sX^x^y-^7S>-N - ( if ;i/ * u ;p ) 
10 (U2-Dioleoyl-5fl-Glycero-3-Phosphoethanolamine-N-(Glutaryl), TN 

gpej tmm-z.) mt&bK. frfrzmj&mmzm^T±m<D&5iz#v 

5S^tt^S^UT7;py$ N G P E £fflt^ci§£&, 

ng p e o***;pjj?+5/;^ic7;^$ /at&tt^-B-aoj&neF* 

GPECT&^M^s H**tS£U WE*;W#^-f 5 KSfcflMfcS-frS 
JTCN G P E \Z7)ly*$ >£ig££ii:3 0 
20 ft0#$l,tr>Ji«fcbT&, KJfctt4rtE**:frf SIBJli: IT, 1, 2-v 
^ U ^ JV - s n - ^ U -fe p - 3 - *7*I^;-^7$> 
(l,2-Dioleoyl-^-Glycero-3-Phosphoethanolajnine, TDOPEJ ^B§# 
T3e) C7$;il;3 - (2 - 3? ^5?^*) ^Dtt^-h 
(3-(2-pyridyldi thio) propionate, £TF TDTPj 5.) ^iK-obT 

25 ^SJiiSI (£TF TDTP-DOPEj tUfrfTf*.) &ffltr»5#i&&W&n*. 

^#»fcfi, #V7)v*u>yvn-)m&@;&VT\,*zmmzto%.Tr>TP 
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-dope m&mm thxm^x, ±mo «k 3 « u 7;^ v > >? u □ 
««i^u#v-A*fp«-r*. -ire, T^y$>^^;i/^yh^^A-r§„ 

<tt, 7J^$>fcDTP^|AU OViT?5?5 t ^*^l/«f 1 )V 

5 (dithiothreitol) £fc£ 0 T, ;*;P#7hg^#A£n&7 

±13 (ii) (iii) fcE«©>5rfttt, &±8^Ttfc|2«K:ftoT&& 

10 fcfr5 

(b) #U7;i/+U>^U3-;HBS^bTU*y-A^7;^5>t3WI8 
&LTl>*#&, *»Wfc^*U#y-AO»S*ftil / Ttt, (i) #U7 

#'Jmi/>^'Jn-jHC7J^5>^$t§^, (ii) 7*175 > 
±fB (i) OMtt^T, *'J7Ml/>^'Jn-;Vi^ij#y-A0 

»ift&*6tt±jfitntiiT?»*. wcu*y-Ao*U7;^u>^un-;w« 
GLx\,^mn\z&^x, $V7)i*u>?vn-)m\zKfo&mm*®i£ 

25 £1*T£<. fl|*.{£, t^J7)V3rU>/fV?-)m<D7mmZ'?U'(=i K£j&t 
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«k 0 , U # y - A bT V> * 4? y 7;W* ^ >& U □ 

*^bT7;p:/*>a*i&£u iwoutfy-Ajw&n*. mib 

O^feftffl^TAVi. ±0JWW9fctt, 7;uy5>.i:7-k^;i/^^7-fex-h 
££jft£i*T7;i/ys >©75 /Sfc7ir^;i/5 1 ^7-bx- h£*g£3-B\ -d 
io ^T7ir^;USM8|-r§^i^J;D, h&ifim\i<tirz7)V7* > 

±IE (ii) (D-fimz&^T. t^)7)V^-V>if^n-)Vmt7)V^^>^m 

ns, ^v>t, n^nrc7)^s.>m^^7)v=¥u>if^n-)vm\z7)iy 

stbx, ^^BM«-&^nTv^^u7;^i/>^un-;^^fflv\ m 

y-AtejfA-r*tvi5^j*3j«i6frf6n*. 

\zm&tsi£z> 0 -o^r, &%nitmn<Dtfv7)\,*u>tfvu~-)vmzK&& 

25 HSft^f'&^nsctj&jffsbvi. out, %t>ntz.mm.<D^)7)v*v>!f 
v?-)mizKm&mm*ftLT7)\/y^>*K}fotsiiz> 0 zomz, mm 
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(c) 7;i/7S>£^LT, 'J*V-At^'J7Ml/>^ij3-^i^ 
SaLTl^i^, *56Kt^SU#y-A©«jg^}£i:bTtt, (i) #U 

-)mtm£®&ttemtezu&T!v$y-&tM&i*Kz%m > an 7^ 

±m (i) o^fc^vsT, #u 7;u*u>^u n-;i/^^7;py$ >£|g 

n*. cfcD*flcfl9fctt, ^U7;^i/>^un-;^^^ttWtiS^^-r 

bT7^>sK«*t«, mmKjfc&mmt7)\'7$>tfm 
&L*TK&5\iz. 7)V7*>\zmmKfammmz}fcscrcmmm*mATz> 
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fc«k?h sans a $ nfc 7 e> . 

•o^x\ &$nitm7)v*ri''>tfvn-)mtfim£LTKZ7)V7*>ts 

±B (ii) O^jfefc^ViT, 7;^$>*U#V-AfcJg^$-&5^«± 

^ (3) ; (A 1 b-NH) -CO-CH 2 -CH 2 -SH (3) 

Al b-NHH Al b-NH 2 T«tt£7^7*5>:$H^£>^-07 

^ (5) ; (A 1 b-NH) -CO-CH 2 -SH (5) 
(5£+» Alb-NHH, ±IH^«fcPIi: B ) 

5t (6) ; 

CH 2 OR 

I 

RO CH O 



A 1 b -NHIt ±H3Mfcrai;. n« 5-100, 00 0 ©SggL 




i (NH-Alb) 



O 



(6) 
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fcL JW&ftfcfcJU *>7?>n ffi£L<\t, iJ^))Vm> x*>Bfc (£?£L< 

-f;nt).) 

15 S (7) ; 



-NH-A 1 b-NH 2 H H 2 N — A 1 b -NH 2 T?^$tlS7;i/^5 
>$HP© 1 fiOTSyl^e**^ 1 i&ISLTM§n5l^t 0 n 

20 T^2n&{b-&$j, 

a (8) ; 



o 




o 



WO 2004/045583 



PCT/JP2003/014405 



23 

CH 2 CO (NH-Alb-NH)— COCH 2 CH 2 SH 

i 

CH 3 OCH 2 CH 2 — [-OCH 2 CH 2 ^-N 

O 

(8) 

(5£+, — NH — Al b-NH-fl H 2 N — A 1 b — NH 2 TS$tl-S7;i/7* 
5 >ft=?"fo £> , 2 O © 7 5 / SO^tt^tt 1 fl^ ©7KiSliC^£|&£ LT 

x^£n&fc£tK 

rzmmw), Mxu^m&Eowmzm^%\t%m&tcmmm, zzizm 

7v^nh7, > (zidovudine -1>& — y x.u>W£.E<D%i 

^U>WtfU5v>mW^£O^M; 7>h?lMy*U>£ [ £ 
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#aft«^j> KMse^K^feH, tnmmmmm, mmm&mtoim* b 

«fcD*#«K:WU 7)\s*MmtLT. WX\S, x-T hn~7x>V77-h\ 

xV ^nt7>- h-;k xV ^P^^i/ h-;V&©xji?*$/ H*7W 

7 n^-f H, 7hl/7>v», i'unyhyx ^-AX^^i'-hnv 
VU7%7)W\>{tm ; 77;i/7 7> ; h'>Jl/«-f>^D7^7r> ; 7*#Jl/ 

Vy*s)V, x#7-;k 7fiy-)V • 7^~>;k *;u ; E7— ;k F^v7;wj 

5?X 7P77 7Uv>, S/^7tf>, X7S/^h*>&£0k!U^>ftl§fj£ 

^7p^i/x 7*7y;nf-», 775;nf~», K*y;nf^>, tr^ji, 
>&£o7> ? v >%fomnmmmm, 7o^t^»a 3 , 77x 
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/^^i— tf> tfv/t--;K 7^~^77;, 

;u/\^x £#7dtx **%)Vf-jwf-y, t Hn^s/^i/T^^t)^ 

10 K7^nh^-»^ *«t^ ^©Ifel<ftl^«tf6tl5, B RM<h 

7>F-yn>, /^fOX hUTAv'/PX ^5>^ 

hnx t>FDD>, ^t/dx *7 7x7hn-jK i?z;nxb7 
20 ^-;K ^dK^X ^Hn^^yoyx^n>^^ &J;tt\ 
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&^m&zwmmmmmm^t>ti, mKm\\zmz>m&m. mm. 
%gm, mmm mvtmnzmmm, mmmmu mmimi mmitnu 

mmu mmm, mum, mm, trim rnvrntesnmrnminto 

10 >7x #Ulf=;W7;p3-;p, #Utfx;i,t?DU FX T^b'TrfA*, if 

»J ; t^T. h^x #y tf-;i/tfp y Fx ^m»^- h U <^A> x 

?^XX75X tfU^MBTS h\ xn^>K75h\ #'Jt*yXfl/> 

Wxx-7;k *U^->x?U>fl!^f7^ ^Ut+yX5 i l/>7M 
25 ;i/X— r;K ^alMiXfJ^i'OWttl ; JftK**:M* 
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egg, v>zt%itemm};mz-& =~mm, n&~-wnm< 

M^LTte, 7;i/^h-7,, *y'Jh-Jk 

lt^hU>7A> TXn^tf^m^hU^A, ^«^hU^A&£frW£ 
tl£„ 

*^ini§gi©»tbT}t w^ttitew, (V7hti7°t 
jv, -?-i9n*)7°-tM mm^y±)v^w. mm. mmi, yn y ymm 
omnm ; szzs&mi m. &T&m\, wmnmrnm, m^mmm, m 
mmmm). mm mm^mm, mam. msmh mi m. 
mmi, mm\m), ^wh, mm, m»mm m, mm^^uti 
y°tm) m(D#mnmmmft>tiz> e *%mzmzmmt. &m\(D%w* 
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fr&zmmoMmz&r)* lPt4LTfei^b, #MIP&#LW&«fcVi. 

\z mm\t, <d u -$v>-&izjm $ nx Kz±wm&ym 
®mm\zi&CTm* ®mm<Dm&&mm*T%z.ttfr%z. mtlk* & 
mts&tonimmmM'v&zmG, *%w\zfrfrz>mm\±, mxu±mm, m 
mm. mmmm. mjs. mm, m ms, mmm, m^m. mm, 

mm, m%mm, 3mm, m%m, tojm> »#;wv< mm. 
&m m&m&m* mmmm. m&mm. y-oi&zmm, 

ur, &mm&mtfT*%m*mm\zt&w'r%>fo *%*mtTmnnm\zm. 

rHSA: recombinant Human Serum Albumin 
PEG : polyethylene glycol 

DSPE : 1, 2-Distearoyl-$zMHycero-3-Phosphoethanolamine 

NGPE : 1, 2-Dioleoyl-577-Glycero-3-Phosphoethanolamine-N-(Glutaryl) 

NHS : N-hydroxysuccimide 
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WSC : water soluble carbodi imide 

SPDP : N-succinimidyl 3-(2-pyridyldi thio)propionate 

DTP : 3-(2-pyr idyldi thio) propionate 

DOPE: l,2-Dioleoyl-i/r-Clycero-3-Phosphoethanolamine 
5 DTT : dithiothreitol 

SATA : N-succinimidyl-S-acetylthioacetate 

HEPES : N-2-hydroxyethylpiperazine-N'-2-ethanesulfonic acid 

EDTA : ethyl enedi amine tetraacetic acid sodium salt 

pbs: P H7. 4<Dv>mmm*m c&^mj^a, mt*vv&. u>» 
mmm i 

SMUP E G££tf r H S A#*3£L TV>5 U #y-A0«ji 

15 (i) NGPES^rLw*PEG#a»U3i?y-Ao«ii 

JBJt&Stfb&^nn^A*** (£JgR: 1 0 Oumo 1 , 3mv^> : 
3^fD-;kNGPE : PEG^DSPE (Shearwater Co. ft) = 5 9: 
30:10: l©tj^$Tg|) »8mLS^X77*3fcSlDl,& B :?V> 
[ 3 H(h U^A^Cholesteryl hexadecyl ether (tti^AB*7^7h 
20 -^tS^fi) 2 0 0Jdpm$lJiDbfc, iKl0mLt&§j;5l^nD 

4b, -Wmmtlt. TMSilCPBSi^mL^DL, 5 5*Ct 

2 0 0 nmO#iJ*-^-h^>^5>§gf tfcl^^ hJW^-Sfflu 
25 Ttig*}j»Afc. 

(2) r HS A • PEGfi'J^V-A©ij§ 
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±BPEG#*Utfy-AfcNHS 1 0 0 wo 1 tWSCl 0 wo 1 £ 
mmU 1 5#TO£5bTNGPE£WSC£ife£$1i-£. Z(Dmz2~* 

U U#V-A£HftBJKLfc. I^rHSAUmo 1 «WBLT-M 
&3U rHSA*U*V-AK^t&. *J*j£© r HS AftSK&aic 

L/T r H S A»£U *y-A»W£ r H S A*#©#Wfi:#jiU 
rHSA«r^U#y-A»H*igiKbfc (2 OmL), 
Jj&2 SP DP *m*TzWk 

(1) DTP-DOPEOfijS 

DOPE^Dn*M««l 0 umo UzS PDP 1 2 wo 1 £Jn*Tlft 
Eft*tePBS»2mLft«taU 5«Uit5bfci, 30 
OOrpmtlOM^iLfc. PBSI^U ftibK£»LT\ 

--DOPE£«jiL&. 

(2) DTP-DOPE^PEGtf»»J#y-A©«jfi 
»****l,fc*Dn*;k&« (£Mt : 9 0 //mo 1 , $mv^> : □ 

UXv-u-JV: PEGi^DSPE (Shearwater Co. ») = 5 9 : 3 0 : 1 © 
^» »8mL*«!7?*afcWioLfc. $5i;DTP-DOP 
Eftl Owo 1WBU t 3 H(^U^A)]Cholesterylhexadecyl ether (ft 
H«cAB*7-rvh-^B^«) 2 0 07Jdpm**JnLfc Q tMiOmL 

ftT, ttgftttfEftSU T#fcISIil;PBSl5l2mL 
MiQU 5 5ti;ffiL^^s 1 5M1IM^LTW1$H^ 
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(3) SWbrHSAOffii 

rHSA«l Aimo 1 CSPDP2 0 /irao 1 SSS'jnbfcft, jI#LT 
5 DTP-rHSA*«Il/&. *MiSS P D P SB*** *&»fc$*;i>;5»fcfr 
tr>, PD-rHSA#H£#lfcLfc. DTP - rHSACMS5 OmM^ 
**5KDTTft»lDU 2 0^mtrHSA^SHft3itfe. 
ODTT*»<fc«>k:y;P5a*ffV\ SHftrHSA^BS^Slfc. 

(4) DTP-DOPE^UsSV-AtSWbrHSACDS* 

10 DTP-DOP E^T P E Gim U #y- A CSHftrHS A«£»U 

K^rHSAS^lU U^y-A^HSElJRLTrHSA • PEG^fUU^ 

y-A*#fc. 

15 SlJg^J 2 

mm\ZP E G#*&£U IfcP EG^II r H S A»8rLW & U#y- 
PEG||i'J#V-AIM, rHSA$PEGi^§^ii 

20 (1) maleiiide-PEG^U#y— £©®i 

IMtS**Lfc^PD*;UA#tt 100AmoUPfl/^>: 
n UZy-u—JV : maleimide- P E GiS^D S P E (Shearwater Co. =63 : 
3 2 : 5 O^MmrmM) l!l8mLm77X3{:»bfc. [ 3 H (HJ 
9^A)] Cholesteryl hexadecyl ether (fiH^AB^T-r y h— ~7ffl,<£W 

25 2 0 OJjd pm^inUfco iMl 0mLi^§j:5(^DD*jl/A$An 
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5 (2) SATAKJ;&SHterHSA<D« 

rHS A7jc«l /imo 1 fci^gMM^l/ATS KT^j|LfcSATA8 # 
mo 1 $y^fM^A75 %.£U:fc&£>&^J;5 fc^JnU 3 

0 ft?3MM.~CWit.o LT acetylthioacetate £ r HS A©75 /St^-S^i* 
fee *S^SATA^|^*T^^fcW)i®^fTl\ acetylthioacetate^ 
10 r HSA#!i£#lfcLfc 0 0. 5M HEPESt25mM EDTACii 
LfchHP^^T5>^5 O^rno 1 mmbT acetyl S£)MU SHfbr 
HSA^jgbfeo 

(3) U^y-A(C^tfpbfcPEG^©r HSAO^ 
maleimide- P E G ^7-Ai££ SHftrHS AWtt £ 4°CTT)g-& 
15 LT 1 8 FsWj-T£jfc£ii-;£o ft^;:^M£UT*KJfccD SHlbrHS 
A#H£E£3:U r H S A*g£P E G&fliU IV-AM^bfc. 
Jj&2 rHSA^PEG-DSPECM, U ^7-A fcflr Af-S £ i: 

(1) y^7-Atf)M 
20 MMUfc^DD^AM (£Jj§f| : 9 5 /imo 1 , mtV^y : 

3 : 3 2 0tiHl;$l?g«) D8mLm7773« 
JnTSo [ 3 H (HJ^7A)] Cholesteryl tiexadecyl ether (1±g|?£AB#7 

25 MBEgSU -|feft&$1*fc 0 T?#fcJIBHI»ttfcPBS«J2mL*^JPb, 5 
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(2) SATA(Cj:SSH{brHSAc7)iSig 

rHSA7jc»l /zmo 1 \Zi? t^frftfr&T $ FT^dLfcSATA 8 /z 

5 mo i &i;/?MM75 Pnmmtfii %&.±\zt^^^\zmisah, 3 

O^^T-^i^bT acetyl thioacetate SrHSA075;Sfci^$f 
fe 0 *R*©SATAft|»S-r«*K:^«lSff^, acetyl thioacetate^ 
rHSA»I*MLfc. 0. 5M HEPESi2 5mM EDTAIC** 
Lfct Fn+5/;P7$>S5 OMmo liftltac e t y lg^JMU S 
10 H<fcrHSAft«$SL&. 

(3) maleimide- PEG^O rHS A©i^-g- 
aaleiBide-PEGHf^DSPE (Shearwater Co. ft) 5wmoliSHftr 

r H S A - P E Gfg<&D S P E ^HS^flJt lyfc. 
15 (4) rHSA-PEGH^DSPECDU#V-A's©}fA 

r H S A - P E G*££D S P E fc£±i2 (1 ) " T?M*I Lfc U # V - A fcSsin 
U «i5LTU^V-Afc#A$13-, rHSA-PEG^ij5j?V-AtIII 

20 mmm 3 

SlfcrHSA^U IHrHSAI:PEG^lTU§U^y-A 

(1) NGPE^rU#y-AO«Bfi 
25 »3R*jaF*L>t^DO*;|/A»tt 1 OOmo 1 , 9WtU*s*> : 

3l/7rn-;kNGPE = 6 0 : 3 0 : 1 O0tM$Ti|) if$8mL£ 
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i-xyyX^\zmaVTco [ 3 H (MJ^A)] Cholesteryl hexadecyl ether 
(thfflftAH*7-f V h-?m&m) 2 0 OJdpm»Lfc, iKlO 

ffB^T, 8fl|£MJEE©£U -^«$-&fe 0 T^fcJIgKiiflJifcPB S&J2 

(2) SATAtckSSmbrHSA©®^ 

r HS A7jc«l nmo 1 v^^;i/*;UA75 FT»fcSATA8/i 
10 mo 1 ^^^^M75 FOWU^I^it^S^^ck^CiiDL, 3 
Ofrf^l&TMto LT acetyl thioacetate £ r HS A<5DT5 7 SfC^^it 
fc. *M©SATA^^T^>^^;i/}iii^fTV\ acetyl thioacetate^ 
rHS Aftm^ft'&Lfco 0. 5M HEPESi25 mM EDTAtit 
^bfct HP^^;i/T5>&5 O^mo 1 SsJnbT acetyl XMHtU SHfb 
15 rHSAMlfc. 

(3) maleimide-PEG^©rHSA©{itfp 

maleimide-PEG (Shearwater Co. M) 5/imo 1 tSHftrHSAit^ 

4x>-f-r;m&VTi8mmwTRj&isitit. ?)vm&*m\ thsa-p 

20 (4) rHSA-PEG©NGPEttU^y-At0^ 

±l3NGPE**U#y-AKNHS 1 0 O^mo 1 tWSCl 0 #mo 1 
£»U 1 5#WiI£5LTNGPE£WSC£i|§£31££ 0 H©iftl:2- 

^;i/*^hx^y-;p5 oo^moi ssynufc. u^y-AKn^uw* 

l5NHSStmsc^<&J&, ^iiTML, U#y-A^H&lHlJRL 
25 fc. t^l:rHSA-PEG (rHSAl/imo l^fcffil) £»LT-B.fc 
«£3U rHSA-PEGS'J^V-Afcjg^tfc. «0rHSA- 
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P EG$i< tcMZtfJimmZL, r H S A- P E G»^U *V-A£«|B 

#&2 SATA££tfSPDP£^£gjBi 

(1) DTP— DOPE (D^ia 

DOPE^DD*MMl 0/imo 1 ICSPDP 1 2 /zmo 1 »H 
R««tPBS2mLft«3apU 5»UiaLm 300 
0rpmT10»MlL PBSflfcRfcSU »«**«inLT, 3 

-DOPE^HbL 

(2) DTP-DOPE^TU#y-ACD«jft 

^tDTP-DOPE^l O/imoliJBU [ 3 H (h'J^^A)] 
Cholesteryl hexadecyl ether (ttHttAH*7-T V 2 0 07?d 

pmftfllAfc. 0mLt&4J:5l:^nD*MftAtlfcft. n-* 

*fcMWtfcPBS»2mLt«iDU 5 5 t^MLfttfte, 1 5#W£LL 
*M*LTmffK«KI*tt*:. :©»$ 2 0 0 nm(D#'J*-^ 

(3) SATAfc«fc5SHfl;rHSA0«I 

rHSA«l (imo 1 Hy^?j^M75 h*Ti»UfcSATA8/i 
mo 1 §y^WA 7 $ KOftfttfl *Rfcte&&fctt,fcS fc^DL, 3 
0^1^T^<h-5LT acetylthioacetate ^ rHSA075;Sl:^ t 
fc. *K*OSATA*Btefer**K:^«aftfr^ acetyl thioacetate * 
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rHSA»M»«lfc. 0. 5M HEPESi25 mM EDTAfc* 
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